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Result actual enrolment 601
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Baseline Characteristics

All patients NeoCF (n=199) NeoDCF (n=202)  NeoCF-RT (n=200)
n (%) n (%) m (%)
Median age (range), years 65 (38-75) 64 (41-75) 65 (30-75)
Sex, n (%)
Male 178 (89.4) 178 (88.1) 173 (86.5)
Female 21{10.6) 24(11.9) 27 (13.5)
ECOG performance status, n (%)%
0 166 (83.4) 174 (86.1) 173 (86.5)
1 33(16.6) 25(13.9) 27 (13.5)
Histology at initial diagnosis, n (%)
Squamous cell carcinoma 197 (99.0) 198 (98.0) 196 (98.0)
Basal cell carcinoma 2(1.0) 4(2.0) 2(1.0)
Adenosguamous cell carcinoma 0(0) 040} 2(1.0)
Tumor location, n (%)
Upper 28 (14.1)) 23(1.4) 16 (8.0}
Middle 118 (59.3) 114 (56.4) 124 (62.0)
Lower 53 (26.6) 65 (32.2) 60 (30.0)
Clinical T stage, n (%)
cT 24(12.1) 19(9.4) 22 (11.0)
cl2 38 (19.1) 45 (22.3) 42 (21.0)
cT3 137 (68.8) 138 (68.3) 136 (68.0)
Clinical N stage, n (%)
chD 39(19.6) 44 (21.8) 40 (20.0)
ch1 92 (46.2) 101 (50.0) 107 (53.5)
ch2 65 (32.T) 52(25.7) 47 (23.5)
chN3 3(1.5) 5(2.5) 6(3.0)
Clinical M stage, n (%)
cMo 199 (100.0) 201 (99.5) 198 (99.0)
cM1* 0{0) 1(0.5) 2(1.0)
Clinical stage (UICC-TNM 7* edition), n (%)
Stage 1B 14(7.0) 19(9.4) 19(9.5)
Stage A 25(12.6) 25(12.4) 21(10.5)
Stage IIB 38(19.1) 32(15.8) 35 (17.5)
Stage lIIA 64 (32.2) 81(40.1) 82 (41.0)
Stage B 55 (27.6) 39(19.3) 35 (17.5)
Stage IC 3(1.5) 5(2.5) 6(3.0
Stage IV 0{0) 1(0.5) 2(1.0)

*Supraclavicular lymph nodes were detected after enrollment. ECOG, Eastem Cooperative Oncology Group;
NeoCF, neoadjuvant doublet chemotherapy consisting of 5—fluorouracil and cisplatin; NeoDCF, triplet chemotherapy
consisting of 5—fluorouracil, cisplatin, and docetaxel; NeoCF+RT, doublet chemotherapy consisting of 5—fluorouracil
and cisplatin with radiotherapy; TNM, Tumor—Node—Metastasis; UICC, Intemational Union for Cancer Control
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Participant flow

Figure 1. CONSORT Diagram
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Adverse events

(A) Adverse events during neoadjuvant therapy

NeoCF (n=193)* NeoCF+D (n=196)* NeoCF+RT (n=191) *

Any grade Grade 3/4 Any grade Grade 3/4 Any grade Grade 3/4
n (%) n (%) n (%) n (%) n (%) n (%)

Adverse events related to treatment in 210% of patients in any treatment arm™
Leukocytopenia 83 (43.0) 13 (6.7) 182 (92.9) 126 (64.3) 180 (94.2) 103 (53.9)
Thrombocytopenia 106 (54.9) 42.1) 122 (62.2) 2(1.0) 169 (88.5) 12 (6.3)
Neutropenia 136 (70.8) 46 (24.0) 192 (98.0) 167 (85.2) 173 (90.6) 85 (44.5)
Elevated AST 684 (33.2) 0(0.0) 94 (48.0) 6(3.1) 66 (34.6) 1(0.5)
Elevated ALT 74 (38.3) 2(1.0) 90 (45.9) 6(3.1) 63 (33.0) 2(1.1)
Elevated creatinine 67 (34.7) 4(2.1) 70 (35.7) 1(0.5) 57 (29.8) 1(0.5)
Hyponatremia 155 (80.3) 13 (6.7) 175 (89.3) 51 (26.0) 159 (83.2) 21 (11.0)
Stomatitis 65 (33.7) 2(1.0) 90 (45.9) 11 (5.6) 46 (24.1) 2(1.0)
Esophagitis 5(2.6) 2(1.0) 9(4.6) 2(1.0) 116 (60.7) 17 (8.9)
Febrile neutropenia 2(1.0) 2(1.0) 34 (17.3) 34 (17.3) 10(5.2) 10 (5.2)
Loss of appetite 125 (64.8) 16 (8.3) 152 (77.6) 42 (21.4) 127 (66.5) 28 (14.7)
Dysphagia 34 (17.6) 1 (5.7) 23 (11.7) 4(2.0) 50(26.2) 9(4.7)

*Patients who received at least one course of chemotherapy. AST, aspartate transaminase; ALT, alanine transaminase;
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NeoCF, neoadjuvant doublet chemotherapy consisting of 5-fluorouracil and cisplatin; NeoDCF, triplet chemotherapy consisting
of 5fluorouracil, cisplatin, and docetaxel; NeoCF+RT, doublet chemotherapy consisting of 5-fluorouracil and cisplatin with
radiotherapy

(B) Surgical complications

NeoCF (n=185) NeoCF+D (n=183) NeoCF+RT (n=178)

Any graden (%) ~ Grade2-4n (%) Anygraden (%) Grade2-4n (%) Anygraden (%) Grade 2-4 n (%)

Pneumonia 19 (10.3) 19 (10.3) 18 (9.8) 18 (9.8) 23 (12.9) 23 (12.9)
Anastomotic leakage 21 (11.4) 19 (10.3) 17 (9.3) 16 (8.7) 24 (13.5) 23 (12.9)
Recurrent  laryngeal

51(27.6) 28 (15.1) 39(21.3) 19 (10.4) 43 (24.2) 17 (9.6)
nerve paralysis
Chylothorax 42.2) 2(1.0) 10 (5.5) 7(3.8) 12 (6.7) 9(5.1)
Wound infection 15 (8.1) 15 (8.1) 11(6.0) 11(6.0) 14 (7.9) 14 (7.9)
Pleural effusion 35 (18.9) 22 (11.9) 29 (15.8) 20(10.9) 36(20.2) 25 (14.0)
Re-operation 5(2.7) 6(3.3) 7(3.9)
In-hospital death 3(18) 2(1.1) 1(0.6)

*Patients who received at least one course of chemotherapy and underwent surgery. NeoCF, neoadjuvant doublet
chemotherapy consisting of 5-fluorouracil and cisplatin; NeoDCF, triplet chemotherapy consisting of 5-fluorouracil, cisplatin,
and docetaxel; NeoCF+RT, doublet chemotherapy consisting of 5-fluorouracil and cisplatin with radiotherapy
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Outcome measures Primary analysis using data as of July 20, 2021
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Site of recurrence
NeoCF (n=104) NeoCF+D (n=82) NeoCF+RT (n=79)
n (%) n (%) n (%)
Locoregional only 38 (36.5) 36 (43.9) 18 (22.8)
Any distant 66 (63.5) 46 (56.1) 61(77.2)
Distant and locoregional 26 (25.0) 19 (23.2) 22 (27.8)
Distant only 40 (38.5) 27 (32.9) 39 (49.4)
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Brief summary In patients with locally advanced resectable esophageal squamous cell carcinoma (clinical
stage IB, I, or Il excluding T4 according to UICC-TNM 7th edition), neoadjuvant DCF

therapy was considered to be a new standard treatment as it significantly prolonged

survival compared to the former standard neoadjuvant CF therapy. Perioperative
complications were considered comparable, but an increase in hematologic toxicity,
gastrointestinal toxicity, and the proportion of febrile neutropenia was observed more in
neoadjuvant DCF therapy during preoperative treatment, although it was considered
within the acceptable range. On the other hand, neoadjuvant CF—RT therapy, which is
one of the standard treatments in Western countries, did not show a significant survival
benefit compared to neoadjuvant CF therapy. The reasons for this could be the higher
proportion of distant metastasis recurrence and more deaths due to non—cancerous

diseases in the neoadjuvant CF—RT therapy compared to neoadjuvant DCF therapy.
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Plan description

Individual participant data that underlie the results reported in this article, after
deidentification will be shared if investigators whose proposed use of the data has been
approved by the investigators from Japan Esophageal Oncology Group identified for this
purpose. Proposals should be directed to kenkato@ncc.go.jp and plans will be done
according to following procedure.

(I  When sharing data from the JCOG study, in principle it will be collaborative research
with JCOG researchers, and the final decision to provide data will be made by the
group chair.

It should be done after publication of the main analysis results

Publish the fact that the data was provided on the JCOG website

The collaborative researchers should provide the analysis program, logs, and output
to the JCOG Data Center.
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